Response

To the Editor:
We thank Dr Hardie for his suggestion to expand the analyses we presented in our article in CHEST 1 to test the hypothesis that people with FVC , the lower limit of normal (LLN) but without true restriction (total lung capacity [TLC] . LLN) do not have an increased risk of death. Indeed, compared with people with normal TLC and normal FVC, those with a reduced FVC (but normal TLC) do not have an increased risk of death (mortality rate ratio, 0.86; 95% CI, 0.12-3.66). People with decreased TLC and normal FVC, on the contrary, have a sixfold increased mortality risk (mortality rate ratio, 6.68; 95% CI, 2.36-19.4). Compared with patients with FVC , LLN and TLC Ն LLN, those with FVC , LLN and TLC , LLN had a mortality rate ratio of 7.78 (95% CI, 1.9-56.67). Although the estimates may not be completely reliable because of the small number of events (only two deaths in the group with TLC . LLN and FVC , LLN), these results seem to support the hypothesis that the associa tion between reduced FVC and mortality repeatedly reported in the literature is supported by the association between TLC and mortality.
As for the fi gure, because of the small number of events, the reference lines are actually very similar but not identical. For example, at close scrutiny it can be seen that the reference curve in the fi rst panel (FVC Ն LLN) has one "step" fewer in the fi rst 6 months of follow-up. The article by Wang Memoli et al 1 in an issue of CHEST (December 2011) on the use of endobronchial ultrasound (EBUS) to predict lymph node metastasis due to lung cancer was well presented and helpful for the interpretation and diagnosis of metastatic carcinoma. The authors discussed the widely accepted criteria suggestive of metastatic malignancy, including a positive PET scan and a short-axis lymph node diameter . 1 cm on CT scan. Although these criteria are strongly suggestive, they do not prove that the patient in fact has metastatic nodal disease.
Further diagnostic or interventional studies may be necessary to confi rm or disprove the presence of metastatic lung cancer. 2 Such studies may include mediastinoscopy or needle biopsy either percutaneously or through EBUS. Each technique has limitations regarding its diagnostic accuracy and risk for complications. False-negative as well as false-positive results may be obtained. Each situation must be interpreted with this in mind for the benefi t of the patient and the best therapeutic program to recommend.
We recently evaluated a patient with adenocarcinoma of the right-side lung. The PET scan was interpreted as positive for bilateral hilar and mediastinal node metastasis. EBUS biopsy specimens from both the right-side and the left-side paratracheal and hilar areas demonstrated malignant cells in the right-side biopsy specimen and none in the left. The patient was informed of this fi nding and told that nonoperative therapy was recommended. She came to us for a consultation. We believed, on review, that the nodes were negative and recommended surgery. During right-side thoracotomy, 18 hilar and mediastinal lymph nodes were removed along with the involved lobe. All lymph nodes were negative for tumor presence. On review of the original EBUS biopsy specimen, lymphoid cells were present along with malignant cells, thus leading to the diagnosis of nodal metastasis. In retrospect, it appears that the false-positive study suggesting metastatic disease resulted from the EBUS needle passing through the node and into the lung or parenchymal tumor, thus the misinterpretation of positive nodal metastasis and the different therapeutic program being recommended.
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Response
To the Editor:
The correspondence from Dr Dieter regarding our article in CHEST 1 on endobronchial ultrasound (EBUS) predictors of metastatic malignancy has pointed out an important issue related to all diagnostic procedures: the false-positive result. Falsepositive results by EBUS have been reported and are related to the proximity of the primary tumor to a hilar, thus more distal, lymph node. 2 This occurrence is rare, as several prospective studies comparing EBUS to surgical staging (mediastinoscopy or lymph node dissection at lung resection) have not reported any cases of false-positive results. 3 , 4 Some practitioners argue that a false-positive result is a problem presumably because it would lead to unnecessary procedures where a lesion is diagnosed as lung cancer but at resection, is not. 5 Dr Dieter argues the opposite: His patient would not have undergone a potentially curative surgical resection because of a nodal metastasis diagnosis based on EBUS. Although his case may raise concern and make practitioners wary of their EBUS results, we have questions regarding Dr Dieter's example. Which right-sided lymph node was positive on EBUS, mediastinal or hilar? If it was a hilar lymph node, the stage would likely be one in which curative resection was still possible despite lymph node metastasis. What made him doubt the results of the EBUS? The PET scan fi ndings were considered positive, which supported the assumption that there was lymph node metastasis. Prior to surgical resection, should the patient have been referred for surgical confi rmation with a mediastinoscopy if the EBUS-based diagnosis was in doubt? Before sending the patient for a thoracotomy, another method more invasive than EBUS but less invasive than thoracotomy to evaluate the mediastinum could have been performed. Was the lymph node that was positive at EBUS among the 18 hilar and mediastinal lymph nodes that were removed? This would verify the false-positive fi nding of the node sampled at EBUS. Is there any long-term follow-up on the patient to determine whether she has had subsequent recurrence?
Another aspect to consider in this case is the accuracy of the positive EBUS biopsy specimen. Part of the learning curve of performing EBUS lies in the ability to distinguish a lymph node and its borders from the surrounding structures. If the bronchoscopist guided the biopsy needle through the lymph node into the adjacent malignant mass, the needle could have become contaminated, resulting in the false-positive biopsy fi nding. Understanding the borders of the lymph node and avoiding contamination of the needle is crucial in all staging procedures.
Ultimately, false-positive results are rare. In most studies, when a positive result is obtained, that result is presumed to be a true
